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RESPONSE TO APPLICANT'S AMENDMENT 



1. A request for continued examination under 37 CFR 1.114, including the fee set forth in 37 
CFR 1 .17(e), was filed in this application after final rejection. Since this application is eligible 
for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1 .17(e) has been 
timely paid, the finality of the previous Office action has been withdrawn pursuant to 37 CFR 
1.114. Applicant's submission filed on 05/19/08 has been entered. 

2. Claims 1-37 and 121-124 are pending. 



3. Claims 31-37 stand withdrawn fi-om fiirther consideration by the Examiner, 37 C.F.R. 
§ 1.142(b) as being drawn to nonelected inventions. 



Claims 1-30 and 121- 124 drawn to a method of culturing peripheral lymphoid organ cells 
comprising culturing said cells on a three-dimensional scaffolding are under consideration in 
the instant application. 



4. The following is a quotation of the second paragraph of 35 U.S.C. 1 12. 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject matter 
which the applicant regards as his invention. 

5. Claim 124 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for failing to 
particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Claim 124 is indefinite and ambiguous in recitation of " the method of claim 1 further 
comprising isolating the peripheral lymphoid organ cells before culturing". 

The base claim 1 recites " a method of culturing peripheral lymphoid organ cell comprising 
culturing peripheral lymphoid organ cell on three-dimensional scaffolding . . ." . It would be 
immediately clear to one skill in the art that in order to said cells to be cultured on three- 
dimensional scaffolding, these cells have to be first isolated from a peripheral lymphoid organ 
and then cultured. Thus it is unclear how the method of claim 1 can comprises further 
isolation the peripheral lymphoid organ cells from a peripheral lymphoid organ as recited in 
claim 124 ? 
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6. The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that form the 
basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless -- 

(a) the invention was known or used by others in this country, or patented or described in a printed publication in this or a 
foreign country, before the invention thereof by the applicant for a patent. 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public use or on sale in this 
country, more than one year prior to the date of application for patent in the United States. 



(e) the invention was described in a patent granted on an application for patent by another filed in the United States before the 
invention thereof by the applicant for patent, or on an international application by another who has fulfilled the requirements of 
paragraphs (I), (2), and (4) of section 37(c) of this title before the invention thereof by the applicant for patent. 



7. Claims 1-30 and 121-123 are rejected under 35 U.S.C. 102(a) as being anticipated by WO 
01/036589 (IDS) for the same reasons set forth in the previous Office Action, mailed on 
04/17/07. 

Applicant's arguments, filed 05/19/08 have been fully considered, but have not been found 
convincing. 

Applicant asserts that: (i) WO' 589 only teaches culturing hematopoietic stem cells on the three 
dimensional support and allowing for the growth or differentiation into immune system; (ii) As is 
evidence from the second Declaration of Dr. Bottaro the peripheral lymphoid organ lymphatic 
cells of this invention are functionally and phenotypically different from the lymphatic cell of 
WO' 589. 

Contrary to Applicant's assertion, it is noted that it is the Examiner position that WO' 589 
does not Umited the disclosed method for culturing only hematopoietic stem cells. Applicant's 
attention is respectively drawn to pages 4, 5, 9 and 18 in particular. WO' 589 explicitly 
teaches that the disclosed three-dimensional culture system is suitable for culturing stromal 
cells, T and B lymphocytes, APC, NK cells memory cells etc. As is evidenced form the instant 
specification , it is well know in the art at the time the invention was made that peripheral 
lymphoid organ cells include T and B lymphocytes, NK cells dendritic cells , macrophages and 
stromal cells ( see page 14, lines 15-20 in particular). Thus, it is the examiner position that 
one skill in the art would immediately recognized that WO '5 89 teaches a three-dimensional 
cell culture system that is suitable for culturing peripheral lymphoid organ cells. 



As has been stated in the previous Office Action, WO '5 89 teaches a method of culturing 
peripheral lymphoid organ cells on a three-dimensional scaffolding which is covered with 
culture medium ( see entire document. Abstract and page 3 in particular). WO'589 teaches a 
culture medium comprising growth factors and cytokines, for example lL-2 or lL-4 ( see pages 4 
and 17 in particular). WO'589 teaches a method of producing antigen-specific T cells, 
comprising culturing T cells with antigen, wherein said antigen is presented by APC ( see pages 
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5-6, and 22 in particular). WO '5 89 teaches that said antigen is a tumor antigen ( see page 22 in 
particular). WO'589 teaches that three-dimensional structure formed from different porous 
particles and material including ceramic ( see pages 15 and 16 in particular). 

Claims 19 and 20 are included because the claimed functional limitation would be inherent 
properties of the referenced method of culturing cells. It is noted that the referenced and claimed 
method using the same culturing conditions. Under the principles of inherency, if a prior art 
method, in its normal and usual operation, would necessarily perform the method claimed, then 
the method claimed will be considered to be anticipated by the prior art. When the prior art 
method is the same as a method described in the specification, it can be assumed the method will 
inherently perform the claimed process. See MPEP 21 12.02. 

Claims 121-123 are included because the claimed functional limitation would be inherent 
properties of the referenced three-dimensional scaffolding incubation system. Since the office 
does not have a laboratory to test the reference three-dimensional scaffolding incubation system, 
it is applicant's burden to show that the reference three-dimensional scaffolding incubation 
system does not comprises openings as recited in claims 121-123 as recited in the claims. See In 
re Best, 195 USPQ 430, 433 (CCPA 1977); In reMarosi, 218 USPQ 289, 292-293 (Fed. Cir. 
1983); In re Fitzgerald et al, 205 USPQ 594 (CCPA 1980). 

With regards to Applicant's statement that "second Declaration of Dr. Bottaro the peripheral 
lymphoid organ lymphatic cells of this invention are functionally and phenotypically different 
fi-om the lymphatic cell of WO' 589" 

As initial matter, it is noted that in said declaration Dr. Bottaro stated the differences between 
lymphoid and accessory cells, not peripheral lymphoid organ lymphatic cells of te instant 
invention and lymphatic cell of WO' 589. The Examiner acknowledge that the evidences 
provided in said declaration support the conclusion of intrinsic differences between the lymphoid 
and accessory cells populations in bone marrow and lymph nodes. However, said differences are 
irrelevant for the instant case because, as has been discussed supra, WO'589 teaches a method 
of culturing peripheral lymphoid organ cells on a three-dimensional scaffolding which is 
covered with culture medium. 

The reference teaching anticipates the claimed invention. 



8. Claims 1-7 and 13-23 and 121-123 are rejected under 35 U.S.C. 102(b) as being 
anticipated by WO 99/15629 or US Patent 5,160,490 (IDS) for the same reasons set forth in the 
previous Office Action, mailed on 04/17/07. 

Applicant's arguments, filed 05/19/08 have been fiiUy considered, but have not been found 
convincing. 
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Applicant asserts that: WO '629 and US Patent'490 only teach the use of three-dimensional cell 
culture system for culturing hematopoietic progenitor cells and thus do not teach isolating cells 
from a peripheral lymphoid organ, wherein the peripheral lymphoid organ cells include 
lymphocytes. 

Contrary to Applicant's assertion, it is the Examiner position that WO' 629 and US Patent 
'490 do not limited the disclosed method for culturing only hematopoietic stem cells. WO' 

629 explicitly teaches that the disclosed three-dimensional culture system is suitable for 
culturing differentiated cells of hematopoietic organ, T cells plasma cells erj^hrocytes, 
polymorphonuclear leukocytes, monocytes , macrophages etc. ( see pages 6, 8, 15 and 29 in 
particular). Similarly, US Patent '490 teaches that the disclosed three-dimensional culture 
system is suitable for culturing differentiated cells, such as endothelial cells, macrophages, 
monocytes, T cells, stromal cells etc ( see columns 9, 12, 18, 24 and 34 in particular) As is 
evidenced form the instant specification , it was well know in the art at the time the 
invention was made that peripheral lymphoid organ cells include T and B lymphocytes, NK 
cells dendritic cells , macrophages and stromal cells ( see page 14, lines 15-20 in particular). 
Thus, it is the examiner position that one skill in the art would immediately recognized that 
WO '629 and US Patent '490 each teaches a three-dimensional cell culture system that is 
suitable for culturing peripheral lymphoid organ cells. 



As has been stated in the previous Office Action , WO' 629 teaches a method of culturing cells, 
including T lymphocytes on a three-dimensional scaffolding which is covered with culture 
medium ( see entire document. Abstract and page 4, 15 and 28 in particular). WO'629 teaches 
that three-dimensional structure formed from different porous particles and material including 
ceramic ( see pages 7 and 9 in particular). WO' 629 teaches a culture medium comprising 
growth factors and cytokines ( see page 12 in particular). WO' 629 teaches that culturing cells 
in three-dimensional matrix allows cells to have cell-cell contact in the three dimensions and is 
beneficial for growth and maintenance of cell culture (see page 4 in particular). 



US Patent '490 teaches a method of culturing cells, including T lymphocytes on a three- 
dimensional scaffolding which is covered with culture medium ( see entire document. Abstract 
and columns 5 and 9 in particular). US Patent '490 teaches that three-dimensional structure 
formed from different porous particles and material including ceramic ( see columns 9 and 10 
in particular). US Patent '490 teaches a culture medium comprising growth factors and 
cytokines ( see column 13-14, 16 in particular). WO' 629 teaches that culturing cells in three- 
dimensional matrix allows cells to have cell-cell contact in the three dimensions and is 
beneficial for growth and maintenance of cell culture (see column 9 and 10 in particular). 



Claims 19 and 20 are included because the claimed fixnctional limitation would be inherent 
properties of the referenced method of culturing cells. It is noted that the referenced and claimed 
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method using the same culturing conditions. Under the principles of inherency, if a prior art 
method, in its normal and usual operation, would necessarily perform the method claimed, then 
the method claimed will be considered to be anticipated by the prior art. When the prior art 
method is the same as a method described in the specification, it can be assumed the method will 
inherently perform the claimed process. See MPEP 21 12.02. 

Claims 121-123 are included because the claimed functional limitation would be inherent 
properties of the referenced three-dimensional scaffolding incubation system. Since the office 

does not have a laboratory to test the reference three-dimensional scaffolding incubation system, 
it is applicant's burden to show that the reference three-dimensional scaffolding incubation 
system does not comprises openings as recited in claims 121-123 as recited in the claims. See In 
re Best, 195 USPQ 430, 433 (CCPA 1977); In reMarosi, 218 USPQ 289, 292-293 (Fed. Cir. 
1983); In re Fitzgerald et al, 205 USPQ 594 (CCPA 1980). 



The references teaching anticipates the claimed invention. 



9. Claims 1-7, 13-23 and 121-123 are rejected under 35 U.S. C. 102(e) as being anticipated 
by WO 03/041568 (IDS) 



WO' 568 teaches a method using three dimensional matrix for culturing various types of cells 
( see entire document, Abstract and page 7, 9, in particular). WO' 568 teaches that cells to be 
cultured in te matrix can be obtained from any tissue or organ ( see pages 14 and 17 in particular) 
WO' 568 teaches a culture medium comprising growth factors and cytokines ( see page 7 in 
particular). WO'568 teaches that three-dimensional structure formed from different porous 
particles and material including ceramic ( see pages 24 and 25 in particular). WO' 568 
teaches that culturing cells in three-dimensional matrix allows cells to have cell-cell contact in 
the three dimensions and is beneficial for growth and maintenance of cell culture (see page 4 in 
particular). 



Claims 19 and 20 are included because the claimed fiinctional limitation would be inherent 
properties of the referenced method of culturing cells. It is noted that the referenced and claimed 
method using the same culturing conditions. Under the principles of inherency, if a prior art 
method, in its normal and usual operation, would necessarily perform the method claimed, then 
the method claimed will be considered to be anticipated by the prior art. When the prior art 
method is the same as a method described in the specification, it can be assumed the method will 
inherently perform the claimed process. See MPEP 21 12.02. 
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Claims 121-123 are included because the claimed functional limitation would be inherent 
properties of the referenced three-dimensional scaffolding incubation system. Since the office 
does not have a laboratory to test the reference three-dimensional scaffolding incubation system, 
it is applicant's burden to show that the reference three-dimensional scaffolding incubation 
system does not comprises openings as recited in claims 121-123 as recited in the claims. See In 
re Best, 195 USPQ 430, 433 (CCPA 1977); In reMarosi, 218 USPQ 289, 292-293 (Fed. Cir. 
1983); In re Fitzgerald et al, 205 USPQ 594 (CCPA 1980). 



10. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all obviousness 
rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in section 102 of this 
title, if the differences between the subject matter sought to be patented and the prior art are such that the subject matter as a 
whole would have been obvious at the time the invention was made to a person having ordinary skill in the art to which said 
subject matter pertains. Patentability shall not be negatived by the manner in which the invention was made. 



This application currently names joint inventors. In considering patentability of the claims under 
35 U.S.C. 103(a), the examiner presumes that the subject matter of the various claims was 
commonly owned at the time any inventions covered therein were made absent any evidence to 
the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a later invention was 
made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) and potential 35 
U.S.C. 102(f) or (g) prior art under 35 U.S.C. 103(a). 



11. Claims 1, 6, 8-12 and 24-30 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
WO 99/15629 or US Patent 5,160,490 (IDS) or newly cited WO' 03/041568 in view of US 
Patent 6,821,778 and US Patent 6,274,378 for the same reasons set forth in the previous Office 
Action, mailed on 04/17/07. 

Applicant's arguments, filed 05/19/08 have been fully considered, but have not been found 
convincing. 



Applicant asserts that since WO 99/15629 and US Patent 5,160,490 are not prior art references 
they can not be used for 103 rejection. 

Contrary to Applicant's assertion, as has been discussed supra, it is the Examiner position that 
WO 99/15629 and US Patent 5,160,490 are prior art references and thus can be used in 103 
rejection. 
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The claimed invention differs from the reference teaching in that WO 99/15629 or US Patent 
5,160,490 or newly cited WO '03/04 15 68 does not exphcitly teaches a method of culturing 
lymphoid organ cells on a three-dimensional matrix in the medium containing an antigens that 
are presented by antigen presenting cells. 

US Patent' 778 teaches a method of producing an antigen-specific lymphocytes, comprising 
culturing T cells in the medium with antigens that are presented by antigen presenting cells ( see 

entire document, Abstract in particular). US Patent' 778 teaches that various type of antigens 
including tumor antigens that can be presented by AFC ( see column 10 in particular). US Patent 
'778 teaches that obtained antigen-specific lymphocytes can be used for various uses, including 
immunotherapy ( see column 5 in particular). 

US Patent '378 teaches a method of producing an antigen-specific lymphocytes, comprising 
culturing T cells in the medium with antigens that are presented by antigen presenting cells ( see 
entire document, Absfract in particular). US Patent'378 teaches that various type of antigens 
including tumor antigens that can be presented by APC ( see column 14-15 in particular). US 
Patent '778 teaches that obtained antigen-specific lymphocytes can be used for various uses, 
including immunotherapy ( see column 7 in particular). 



It would have been obvious to a person of ordinary skill in the art at the time the invention was 
made to apply the teaching of US Patent '778 , US Patent '378 to those of WO 99/1 5629 or US 
Patent 5,160,490 or WO'568 to obtain a claimed method of producing an antigen-specific 
lymphocytes, comprising culturing lymphoid organ cells on a three-dimensional matrix in the 
medium containing an antigens that are presented by antigen presenting cells. 



One of ordinary skill in the art at the time the invention was made would have been motivated to 
do so, because culturing lymphocytes in the medium containing antigens , wherein said 
antigens are presented by APC would generate an antigen-specific lymphocytes that can be used 
for various treatment, including immunotherapy as taught by US Patent '778 and US Patent 
'378. Culturing said lymphocytes and APC can be done on a three-dimensional matrix which is 
covered with culture medium, as taught by WO 99/15629 or US Patent 5,160,490 or WO'568 . 
The strongest rationale for combining references is a recognition, expressly or impliedly in the 
prior art or drawn from a convincing line of reasoning based on estabUshed scientific principles 
or legal precedent, that some advantage or expected beneficial result would have been produced 
by their combination. In re Semaker. 217 USPQ 1,5-6 (Fed. Cir. 1983). See MPEP 2144. 

From the combined teaching of the references, it is apparent that one of ordinary skill in the art 
would have had a reasonable expectation of success in producing the claimed invention. 
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Therefore, the invention as a whole was prima facie obvious to one of ordinary skill in the art at 
the time the invention was made, as evidenced by the references, especially in the absence of 
evidence to the contrary. 



12. No claim is allowed. 



13. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Michail Belyavskyi whose telephone number is 571/ 272-0840 The 
examiner can normally be reached Monday through Friday from 9:00 AM to 5:30 PM. A 
message may be left on the examiner's voice mail service. If attempts to reach the examiner by 
telephone are unsuccessful, the examiner's supervisor, Christina Chan can be reached on 571/ 
272-0841 . 

The fax number for the organization where this application or proceeding is assigned is 703-872- 
9306. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private 
PAIR system, contact the Electronic Business Center (EEC) at 866-217-9197 (toll-free). 

/Michail A Belyavskyi/ 
Primary Examiner, Art Unit 1644 



